(c g/100 mL, in solvent). Reactions that required inert atmosphere and moisture control were carried out in a nitrogen atmosphere employing oven-dried glassware. All the solvents were used as purchased. All the chemicals were purchased from commercial sources.
s3
Experimental procedures
Synthesis of ethyl 2-((4-methoxybenzyl)oxy)acetate (13) [1] To a dispersion of NaH (60% in mineral oil, 16.00 g, 0.3986 mol) in dry THF (500 mL), 4-methoxybenzylalcohol (50.00 g, 0.3624 mol) was added slowly, at 20-25 °C, over 1 h.
The reaction mixture was stirred at room temperature for 1 h. The resulting yellow solution was cooled to 0 °C and ethyl bromoacetate (66.60 g, 0.3624 mol) was added dropwise for 1 h. The mixture was warmed to room temperature and stirred for 20 h. The reaction mixture was quenched with ice water and the product was extracted into EtOAc (3 x 200 mL). The combined EtOAc layer was washed with water (3 x 200 mL), brine (100 mL), dried (anhyd. Na 2 SO 4 ) and evaporated under vacuum to provide the crude product which was purified by flash chromatography over silica (230-400) using
EtOAc/hexane (0-20%) as eluent to provide the title compound 13 as colorless oil. 
Synthesis of tert-Butyl 4-cinnamamidobutylcarbamate (10) [3]
To a solution of cinnamic acid (10.00 g, 0.0676 mol) and tert-butyl 4-aminobutylcarbamate (12.70 g, 0.0676 mol) in THF (100 mL), a solution of EDCI·HCl (14.30 g, 0.0743 mol) and TEA (7.30 g, 0.0743 mol) in CHCl 3 (100 mL) was added slowly for 30 minutes at 0 °C. The mixture was warmed slowly to room temperature and stirred for 19 h. The solvents were removed under reduced pressure and the residue was diluted with EtOAc (500 mL). The combined EtOAc layer was washed with 10% NaHCO 3 solution (100 mL), 1 N HCl (100 mL), water (2 x 100 mL), brine, dried over anhydrous Na 2 SO 4 and evaporated under vacuum to get the title compound 10 as white solid.
Yield: 18.00 g (82%)
mp: 92.6-96. Spectral data for compound 10 was in agreement with the values reported in the literature [3] .
Synthesis of N-(4-aminobutyl)cinnamamide (11) [3]
A solution of tert-butyl 4-cinnamamidobutylcarbamate (10, 18.00 g) in EtOH (180 mL) was treated with 6 N HCl (90 mL) and the mixture was stirred at 50 °C for 3 h. The EtOH s7 was distilled off and the residue was basified 2 N NaOH solution to pH 14 and extracted with DCM (4 x 100 mL). The combined organic layer was dried over anhydrous Na 2 SO 4 and concentrated under reduced pressure to provide the title compound 11 as pale brown solid.
Yield: 11.00 g (89%) Spectral data for compound 11 was in agreement with the values reported in the literature [3] .
Synthesis of (±)-(E)-N-(4-cinnamamidobutyl)-3-hydroxy-4-((4-methoxybenzyl)oxy)-2 methylenebutanamide (±)-(18)
To a solution of (±)-3-hydroxy-4-(4-methoxybenzyloxy)-2-methylenebutanoic acid ((±)- 
Synthesis of (±)-grandiamide D (5) [4]
To a solution of (±)-(E)-N-(4-cinnamamidobutyl)-3-hydroxy-4-((4-methoxybenzyl)oxy)-2 methylenebutanamide ((±)-18, 2.00 g) in DCM (50 mL), TFA (2 mL) was added slowly for 10 minutes at room temperature. The reaction mixture was stirred for 5 h. The reaction mixture was quenched with 10% NaOH solution (10 mL), the DCM layer was separated, washed with water (2 x 50 mL), brine and dried over anhydrous Na 2 SO 4 . The solvent was removed under reduced pressure and the crude product was purified by column chromatography over silica gel (230-400) using CHCl 3 /MeOH (0-5%) as eluent to get (±)-grandiamide D (5) as white solid.
Yield: 1.10 g (75%) Spectral data for compound 5 was in agreement with the values reported in the literature [4] .
Synthesis of (S)-ethyl 3-hydroxy-4-((4-methoxybenzyl)oxy)-2-methylenebutanoate (+)-16
To a solution of acryloyl sultam 19 (478 mg, 1.780 mmol) and DABCO (19.80 mg, 0.1800 mmol) in DMF (5 mL), at 0 °C, was added 2-(4-methoxybenzyloxy)acetaldehyde (14, 4.67 g, 25.9 mmol) and the solution was stirred at room temperature for 120 h. The reaction mixture was diluted with EtOAc (100 mL), washed with water (3 x 100 mL) brine and dried over anhydrous Na 2 SO 4 . The solvent was removed under reduced pressure and the crude product was dissolved in ethanol (100 mL) containing TEA (5 mL). The mixture was stirred at room temperature for 6 h, evaporated the solvent under reduced pressure and the crude product was purified by purified by flash chromatography over silica (230-400) using EtOAc-hexane (0-15%) as eluent to provide the title compound (+)-16 as colorless oil. 
Synthesis of (S)-3-hydroxy-4-(4-methoxybenzyl)oxy)-2-methylenebutanoic acid (+)-17
The ester (+)-16 was hydrolyzed with LiOH as described earlier in the synthesis of compound (±)-17 to afford the title compound (+)-17 as pale yellow oil. 
Synthesis of (S,E)-N-(4-cinnamamidobutyl)-3-hydroxy-4-((4-methoxybenzyl)oxy)-2-methylenebutanamide (+)-18
The acid (+)-17 was coupled with N-(4-aminobutyl)cinnamamide (11) as decribed earlier in the synthesis of compound (±)-18 to obtain the title compound (+)-18. 
Synthesis of (+)-grandiamide D (5) [4]
Compound (+)-18 was deprotected with TFA as described earlier in the synthesis of (±)- 
Synthesis of (±) ethyl 3-acetoxy-4-(4-methoxybenzyloxy)-2-methylenebutanoate (±)-23
To a solution of (±)-ethyl 3-hydroxy-4-((4-methoxybenzyl)oxy)-2-methylenebutanoate (13.00 g, 0.0466 mol) in dry DCM (150 mL), pyridine (7.36 g, 0.0932 mol) was added s11 and the clear solution was cooled to 0 °C. Acetyl chloride (7.36 g, 0.0932 mol) was added slowly for 20 minutes. The reaction mixture was warmed to room temperature slowly over a period of 30 minutes. The reaction mixture was washed with 1.5 N HCl (50 mL), water (2 x 50 mL), brine (50 mL), dried over anhydrous Na 2 SO 4 and evaporated under vacuum to get the desired product (±)-23 as pale yellow oil. 
Synthesis of (E)-ethyl 4-(4-methoxybenzyloxy)-2-methylbut-2-enoate (24) [2]
NaBH 4 (3.26 g, 0.0860 mol) was added in portions to a solution of (±)-ethyl 3-acetoxy-4-((4-methoxybenzyl)oxy)-2-methylenebutanoate (23, 14.50 g, 0.0430 mol) in dry tertbutanol (150 mL) over a period of 30 minutes at room temperature. The reaction mixture was stirred for 19 h. The reaction mixture was diluted with water and the product was extracted with EtOAc (2 x 150 mL). The combined EtOAc layer was washed with water (3 x 200 mL), brine, dried over anhydrous Na 2 SO 4 and evaporated under vacuum to provide the crude product 24 as colorless oil which was pure enough to take into the next step.
Yield: 10.50 g (91%) Spectral data for compound 24 was in agreement with the values reported in the literature [2] .
Synthesis of (E)-4-(4-methoxybenzyloxy)-2-methylbut-2-enoic acid (25)
To a solution of (E)- Synthesis of dasyclamide (6) [4] To a solution of (E)-N-(4-cinnamamidobutyl)-4-((4-methoxybenzyl)oxy)-2-methylbut-2-enamide (26, 4.00 g) in DCM (75 mL), TFA (4 mL) was added slowly for 10 minutes at room temperature. The mixture was stirred at room temperature for 4 h. 10% NaOH solution (20 mL) was added, DCM layer was separated, washed with water (2 x 50 mL), brine, dried over anhydrous Na 2 SO 4 and evaporated in vacuum to get the crude product which was crystallized with Et 2 O to get the title compound as an off-white solid. Spectral data for compound 6 was in agreement with the values reported in the literature [4] .
Synthesis of gigantamide A (7) [4]
To a solution of dasyclamide (6, 100 mg, 0.0003345 mol) in a mixture of DMSO (1 mL) and CHCl 3 (2 mL), at 0 °C, was added pyridinium chlorochromate (180 mg, 0.000836 mol) in one lot. The orange solution was warmed to room temperature and stirred for 20 h. The reaction mixture was poured into a mixture of 1 N HCl (5 mL) and CHCl 3 (10 mL). The organic layer was separated, washed with water (2 x 25 mL), brine (10 mL), Spectral data for compound 7 was in agreement with the values reported in the literature [4] . 
